Objective-To investigate the possibility that synovial cells might respond to thrombin in the inflamed hulman joint, using immunohistochemical detection of thrombin receptors. Methods-Frozen sections of synovial membrane from 20 patients with rheumatoid arthritis, 16 with osteoarthritis, and four normal controls were stained using a monoclonal antibody to the human thrombin receptor. Sections were also double stained for both receptors and non-specific esterase. Results-Receptor positive cells were present in rheumatoid synovia, with some cells also staining positively for nonspecific esterase. In contrast, both osteoarthritic and normal synovia contained very few cells expressing receptors.
cleavage by thrombin. The epitope for this antibody is retained following receptor cleavage by thrombin. Sections were incubated with blocking serum, followed by ATAP2 (0.4 mg ml-') for one hour at room temperature, and then stained using a Vectastain Elite avidin-biotin-peroxidase kit (Vector Labs, UK). The peroxidase product was visualized with 3,3'-diaminobenzidine tetrahydrochloride (DAB) and enhanced by the glucose oxidase-nickel-DAB technique.9 Alternatively, some sections were stained using fluorescein isothiocyanate (FITC) conjugated F(ab')2 fragments of rabbit anti-mouse immunoglobulin (Dako, UK). Sections stained by the avidinbiotin method were dehydrated, cleared, and mounted in DPX (BDH, UK). Sections used for immunofluorescence were mounted in glycerol-phosphate buffered saline (9:1).
Where sections were double stained for thrombin receptors and non-specific esterase, Morris These investigators detected thrombin receptors on both alveolar macrophages and macrophages in atherosclerotic plaques. It is not known if upregulation of thrombin receptor expression is common to all inflammatory diseases but it seems likely that receptor expression would be a natural consequence of ' exposure to plasma thrombin extravasated ' during the inflammatory response. However, the presence of receptor positive cells throughout the rheumatoid synovium, and not just in association with vessels, suggests that the enzyme may play a role in disease pathogenesis. For 
